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REMARKS 

Claims 1 to 35, 38 to 41, and 71 to 111 are in the application. Claims 1, 98 and 111 have 
been amended to correct various typographical errors, or to better clarify the present 
invention. No new matter is believed added. 

Applicants respectfully request the grant of an interview prior to the next Office Action 
being issued. The Examiner is requested to contact the undersigned at the number 
indicated below to set up a time which is convenient. 

Rejection of Claims under 35 USC §103 

At page 2, of the Office Action, the Office rejected claims 1 to 41 and 71 to 1 1 1 for alleged 
obviousness under 35 U.S.C. § 103(a) over Hatano et al. US Patent No. 6,309,666 ('666) 
in view of Lehmann et al. US Patent No. 5,705,189 ('189). 

The Office relies on the alleged teaching in Hatano of "coated capsule compositions 
comprising a hard outer shell (See Abstract). Suitable materials for the outer shell include 
methacrylate co-polymers and acrylic copolymers. See Office Action, at page 3, <j[ 2. The 
Office acknowledges that Hatano does not disclose a molding process for making "hard 
outer capsule shells". See Office Action, at page 3, <p. However, the Office seeks to fill 
this gap with the Lehman et al. reference. 

Specifically, the Office looks to Lehman for the alleged disclosure of a process for 
producing "acrylic and/or methacrylic articles, such as capsules, by molding" See Office 
Action, at page 3, f4. Finally the Office states that "one of ordinary skill in the art would 
be motivated to combine the disclosures of Hatano et al. and Lehman et al., in order to 
produce, with a reasonable expectation of success, a molded capsule shell possessing 
certain characteristics, as imparted by the excipients disclosed in both Hatano et al. and 
Lehman et al." See Office Action, at page 3, f5, and page 4, 11. 

The Office alleges that while "certain excipients are not explicitly disclosed by the prior art 
[sic] the particular selection of a specific component out of a broader class of excipients is 
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not patentable without a showing by the Applicants of its criticality". See Office Action, at 
page 4, lines 2 to 4. 

Applicants respectfully traverse these rejections because the Office has failed to make out a 
prima facie case of obviousness. Under 35 U.S.C §103, the Office bears the initial burden 
of establishing a prima facie case of obviousness. MPEP § 2142 at 2100-128-129 (Rev. 2, 
May 2004); In re Piasecki, 745 F.2d 1468, 1472 (Fed. Cir. 1984). To make out a prima 
facie case, the PTO must satisfactorily show that: 

(1) the cited reference or combination of references teaches or suggests every limitation 
of the claim; 

(2) the references relied upon, coupled with the knowledge generally available in the art 
at the time of the invention, contains some suggestion or incentive that would have 
motivated the skilled artisan to modify a reference or to combine references; and 

(3) the proposed modification of the references has a reasonable expectation of 
success, determined from the vantage point of the skilled artisan at the time the 
invention was made. 

MPEP § 2143 at 2100-129; Karsten Mfg. v. Cleveland Gulf Co., 242 F.3d 1376, 1385 (Fed. 
Cir. 2001); Amgen Inc. v. ChugaU 927 F.2d 1200, 1209 (Fed. Cir. 1991); In re Wilson, 424 
F.2d 1382, 1385 (C.C.P.A. 1970). 

The Hatano et al. '666 patent teaches use of different classes of polymers for the purpose of 
overcoating a hard capsule shell. The capsule shell used by Hatano et al. is a gelatin 
capsule shell, a corn starch capsule shell, or a hydroxypropylmethylcellulose capsule shell 
(see column 4, lines 65 to 67 and column 5, lines 1 to 5). The purpose of the coated 
capsule shells of Hatano et al. is to provide site-selective delivery of the contents of the 
capsule shell. Hatano defines a multilayer system which works on a sequential basis to 
deliver an active to the lower intestine (which is not site-specific but achieved through 
simple enteric control with a secondary temporal control provided by the additional layers). 
It is the assembly of these discrete layers which is the essence of the Hatano claims. 

Hatano et al. utilizes an enteric coat polymer in a conventional manner, well known in the 
art, to protect the contents of the capsule from dissolution in the stomach (see Column 6, 
lines 45 to 58). Hatano et al. applies more than one coat to the capsule shell such as 
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described in Applicants response of 13 February 2004, page 22, f5 which is incorporated 
herein by reference. 

By manipulation of the top coat polymer on the capsule shell, it is possible to achieve 
dissolution in select areas of the intestinal tract, i.e. one which is pH dependent that can be 
made to dissolve in the more alkaline pH of the small intestine. 

Once the capsule shell of Hatano et al. passes into the small intestine, the enteric-layer (top 
coat) dissolves thus exposing an inner coated shell, i.e. having a low pH soluble film which 
is swellable and permeable, but is not soluble under these conditions. 

A key step in the '666 patent is the selection of an appropriate thickness of the low pH 
soluble coat to control the rate of permeation of water, which will then dissolve an organic 
acid (acidic substance) contained in the capsule shell itself. The dissolution of the organic 
acid in turn induces dissolution of the low soluble pH polymer layer and pulse-release of 
the contents of the capsule. The acidic substance can be the active agent as well. 

To reiterate Hatano et al. utilizes the enteric coat polymers in a conventional manner, well 
know to the skilled artisan, to protect the contents of the dosage form, i.e. in this instance a 
capsule shell from dissolution in the stomach (see Column 6, lines 45 to 58). 

The present invention, in contrast to the disclosure of Hatano et al. does not use an enteric 
polymer for the same purpose, i.e. the overcoating a capsule shell. The present invention 
utilizes one particular enteric coating polymer in a composition to actually make the walls 
of a capsule shell. It should be noted that in Hatano et al. the capsule shells are made in the 
traditional manner, such as a mold dipping process, not by an injection molding process. 

The particular polymer claimed for use herein Eudragit 4135F is not being used as a 
coating agent on a tablet or capsule shell but as an integral part of the molded components 
structural wall. The use of additional additives and excipients as mentioned in the '666 
patent do not serve the same purpose as that claimed herein. The purpose in the '666 
patent is to apply a film coating on the capsule shell. The coating process is carried out, 
again in a traditional method, such as by pan coating, etc. (see column 10, lines 15 to 24) 
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The use of the additional excipients, and solvents, etc. is therefore expressly aimed at 
providing a solution which can be coated on top of a capsule shell which improves the 
coating properties and film formability (see Column 11, lines 55 to 62). The additives are 
not directed to produce a formulation which is used in the actual formation of the capsule 
shell. Consequently, certain additives would not necessarily be included in the formulation 
as it is being used in an entirely different manner. 

Of the many polymers listed in the Hatano et al., '666 patent, very little literature/data 
exists on whether they are thermoplastic, and hence suitable for injection molding. 
Several of the polymers listed in columns 5 and 6 of the '666 patent appear to be only 
available or used in Japan, such as Polyvinyl acetal diethylaminoacetate and 
Carboxymethyl ethylcellulose. Nothing is known about their thermoplastic nature. 
While some of the cellulosic derivatives can be melt-extruded, it is not known if they 
can be injection molded, i.e. HPMC-AS; and HPMC-P55 is not believed to be 
thermoplastic. 

Consequently, Hatano et al. fails to provide any motivation to direct the skilled artisan to 
pick and choose a thermoplastic polymer to produce molded components for site selective 
delivery of medicaments. Hatano et al. fails to provide any motivation to direct the skilled 
artisan to pick and choose the necessary additives to make a pharmaceutically acceptable 
formulation which can be used in the manner disclosed herein. 

While Hatano et al. does discuss use of water soluble polysaccharides, such as 
hydroxypropylcellulose, and hydroxypropylmethylcellulose (see column 9, line 57), as well 
as polyvinylpyrrolidone (column 9, line 60) these substances are not used as additional 
excipients but as one of the intermediate layers which are applied (see column 9, lines 51 to 
53). In contrast, Applicants incorporate these substances with the Eudragit 4135F polymer 
in a formulation. 

The listing of additional additives appearing in Column 11, lines 52 to 63 is not specific as 
to where they are incorporated, but it appears that the beginning of the list makes them 
applicable to "the contents of the hard capsule" (as stated in the first line of the paragraph). 
The recitation thereafter states "there can be added various additives generally used in the 
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art of pharmaceutical preparation, for instance, an exipient, a binder, a disintegrant, a 
lubricant, an aggregation-preventing agent". The specific listings of these classes of 
substances which follow in the disclosure are consistent with pharmaceutical preparations 
of medicaments and not with their incorporation into the enteric polymers or coating 
agents. These are well known standard agents, many of them recommended by the 
polymer manufacturers for incorporation into the polymers for ease of handling, i.e. 
plasticizers, and the like. 

The Hatano '666 reference fails to teach or suggest use of a thermoplastic polymer, let 
alone Eudragit 4135F. The '666 reference fails to teach or suggests incorporation of 
dissolution modifying excipients and lubricants, and optionally surfactants together with 
the specific copolymer, Eudragit 4135F. This is not remedied by the disclosure of Lehman 
et al. reference. 

The Lehmann et al. patent discloses various compositions of anionic methacrylates. The 
coatings are suitable for production of "drug coatings which are soluble in intestinal juices, 
such as tablet coatings, dies, films, capsules, or multipart dosage units." (see Abstract). 

Applicants claims herein require use of a particular polymer, 4135F. As noted in 
Applicants specification, page 23, lines 26 to 35, the polymer 4135F is disclosed in the 
'189 patent as the ratio of components of the E2 emulsion, column 6 line 10 [65:25:10]. 
The claims of the Lehmann et al. patent, it should be noted do not cover the E2 nor the E3 
emulsions, nor are these emulsions specifically described as being suitable for molding. 

The unblended Eudragit 4135F polymer functions as a pH dependent polymer. As 
previously discussed in Applicants February 2004 reply, again incorporated by reference 
herein, the blended compositions of the present invention do not function as a pH 
dependent release system, but instead as a pH independent release system. In other words 
the composition acts as time dependent, not pH dependent, an unexpected result. Lehman 
et al. does not teach nor suggest this result. 
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The thermostability, melt flow characteristics, and apparent shear viscosity of the 
compositions as described in Lehman et al. '189 differ within themselves and from the 
polymer 4135F, see for instance Examples 1, and 7 to 9 as well as Figures 1 and 2. 

The '189 Lehmann patent does not specifically disclose use of stearyl alcohol, talc, 
magnesium stearate, silicon dioxide, amorphous silicic acid, or fumed silica or 
combinations thereof as alternative lubricants. Claims 9, and 10 as claimed herein 
specifically require use of stearyl alcohol as a lubricant. 

The '189 Lehmann patent does not disclose use of surfactants in their compositions, as 
disclosed in Applicants specification on page 26, lines 15 to 37, and page 27, lines 1 to 3, 
and as claimed in Claims 3, 4, 5, 6, and 18 to 21. 

The present invention requires (Claim 1) addition of a dissolution modifying excipient 
(DME) present in amounts of 2.5 to 70% by weight. DME's are described in Applicants 
specification on page 27, lines 25 to 35 and page 28, lines 1 to 34. In contrast, the '189 
patent does not disclose use of a DME in their compositions. 

Claims 11 to 13 require DME's which are swellable solids, such as HPMC, or HPC. 
Claims 14 and 15 include non-reducing sugars, water soluble fillers and disintegrants. 
Claims 16 and 17 are directed to various combinations of these agents. 

Further, there is no suggestion in the '189 patent to incorporate a "super disintegrant" such 
as croscarmellose sodium, copovidone, or sodium starch glycollate (Claims 14, and 16). 
Super disintegrants are typically utilized in the pharmaceutical industry for compressed 
tablet formulations (to aid in dissolution), not in the structural wall of a capsule shell. 

The Office contends that the "prior art broadly discloses the same compositions as 
those recited in the instant claims", and "it should follow that the compositions of the 
prior art would have the same properties as the instantly claimed composition, namely 
that they are suitable for injection molding". See Office Action, at page 4, f4. In so 
characterizing the invention, however, the Office apparently overlooks that Lehman 
et al. does not disclose a composition as claimed herein. The Hatano et al. '666 
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patent, does not use only thermoplastic polymers to overcoat capsule shells, does not 
direct the skilled artisan to choose such as polymer having these characteristics, and 
does not use additives and excipients to achieve the same desired properties as 
Applicants, i.e. a composition which be molded. 

This omission [in Hatano et al.] is significant because, as set forth above, a prima facie 
case requires that the references teach or suggest each of the limitations of the claims. 

Indeed, it is rudimentary that all words in a claim must be considered in judging the 
patentability of that claim against any alleged prior art. MPEP § 2143.03 at 2100-133; In 
re Wilson, 424 F.2d 1382, 1385 (C.C.P.A. 1970). Therefore, even if the reference or 
combination of references suggests some of the limitations, it cannot render the claim 
obvious if it does not suggest all of them. Id.; see also Gore v. Garlock, 721 R2d 1540, 
1548 (Fed. Cir. 1983) (holding that when it comes to validity of the claims, the invention 
must be considered as a whole); Smith Indus., Med. Sys., Inc. v. Vital Signs, Inc., 183 
F.3d 1347, 1354 (Fed. Cir. 1999) (reversing judgment of invalidity under § 103 based on 
district court's failure to consider particular distinguishing features of the claimed 
invention). 

At most, Hatano et al. discloses "enteric polymers used for the enteric coating film in the 
pharmaceutical preparation of the present invention." See column 5, lines 60-61. 
Significantly, however, the disclosure of Hatano et al. does not teach use of the 
polymers for other than their well known use, i.e. as a coating agent to control the rate of 
release of an active agent contained in a dosage form, i.e. a tablet or capsule. Thus, 
Hatano does not teach let alone suggest the recited composition of Eudragit 4135F, a 
dissolution modifying excipient, and optionally surfactant, processing agent and 
plasticizer. Nor does Hatano et al. does teach let alone suggest the particular w/w % 
amounts of such components. 
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The secondary reference does not fill this void. Lehman says nothing about the 
combination of 4135F with these specific components and in the particular w/w % amounts 
thereof. Accordingly, the combination of references does not teach or suggest all the 
elements of the claimed invention. For this reason alone, the combination of references 
cannot render the claimed invention obvious. 

Moreover, the mere fact that references can be combined or modified is not sufficient to 
establish prima facie obviousness. MPEP § 2143.01 at 2100-131. There must be 
something in the prior art to suggest the desirability of the combination. Id.; see also, In 
re Mills, 916 F.2d 680, 16 U.S.P.Q. 2d 1430 (Fed. Cir. 1990). There is nothing in either 
Hatano or Lehman to explain the incorporation of particular substituents, such as stearyl 
alcohol, or of a super disintegrant within the composition. Indeed, using the logic of the 
Examiner the Lehman et al. reference would teach the skilled artisan that such additional 
excipients and additives are not needed as the thermoplastic compositions are suitable for 
molding based solely upon the addition of glycerol monostearate as a mold release agent. 
This would suggest that the skilled person would not be motivated to make any 
substitution or additions whatsoever. 

Finally, as to the third requirement for a prima facie case, the reasonable expectation of 
success, the Office has provided nothing. Indeed, the only discussion of the value of the 
recited concentrations of the additional excipients, i.e. stearyl alcohol, dissolution 
modifying excipients, and superdisintegrants, appears in the instant specification. See, 
e.g., specification, page 27, lines 25 to 35; page 28, lines 1 to 18; and page 29, lines 10 
to 15. elsewhere. But because it has long been settled that for obviousness purposes, the 
reasonable expectation of success must not come from the applicant's own disclosures, 
these two references in combination fail to provide a reasonable expectation of success. 

Applicants note that the Examiner has suggested the need for a showing of unexpected 
results to obviate the obviousness rejection. Because there is no prima facie case of 
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obviousness here in view of Hatano et al., taken with Lehman et al., Applicants do not 
bear the burden of making such a showing at this juncture. Having established that the 
Office has failed to set forth a prima facie case of obviousness, Applicants respectfully 
request the withdrawal of the § 103 rejections. 


For the foregoing reasons, Claims 1 to 35, 38 to 41, and 71 to 1 11 are not believed to be 
prima facie obvious in view of the cited references. Applicants respectfully request the 
issuance of a Notice of Allowance. 

Should the Examiner have any questions or wish to discuss any aspect of this case, the 
Examiner is encouraged to call the undersigned at the number below. It is not believed that 
this paper should cause any additional fees or charges to be required, other than expressly 
provided for already. However, if this is not the case the Commissioner is hereby 
authorized to charge Deposit account 19-2570 accordingly. 
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